The association of a constitutional deletion of the terminal end of q22 (band qI33-3qter) with multiple meningiomas is of great interest. We suspected the presence of intracranial cysts in the patient because of his symptoms, the results of CT scan, and EEG examination. However, meningeal hypoplasia and dysplasia, including meningiomatosis, and an anomalous cyst composed of meningocytic elements were found at necropsy. As is well known, 22q-or monosomy 22 can be commonly observed in cultured meningioma cells.3 Recently, the relationship between constitutional and somatic chromosomal changes in patients with retinoblastoma6 and Wilms's tumour7 has been shown. These findings tend to support a close relationship between a partial deletion of chromosome 22 and meningeal malformations including tumours. The karyotype of the tumour cells was not investigated in our patient. However, the presence of a constitutional ring chromosome 22, which may lack the distal end of the long arm, supports the suggestion of Zankl and Zang3 that genetic information involved in the control of cell proliferation is located in this segment. Recently, the human homologue of the simian sarcoma virus oncogene, c-sis, has been assigned to 22q.8 The proto-oncogene c-sis might be related to the genesis of meningiomas. Furthermore, these chromosome changes may be tissue specific, in the sense that they may predispose specifically to meningiomas, because necropsy revealed no neoplasia in other organs of our patient.
In conclusion, the findings described in this paper suggest that constitutional deletions of chromosome 22 may predispose to tumourigenesis of meningiomas. SUMMARY A case of de novo, apparently balanced, three way exchange by translocation plus a pericentric inversion is described. The karyotype is 46,XX,t(6;11)(p21;q21),t(11;21) (q21 ;pl3),inv(6)(p21qI 1) and was ascertained through second trimester amniocentesis. The structural rearrangements appear balanced.
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Growth and motor development were normal until 30 months, at which time linear growth dropped below the 5th centile. In addition, there was delayed speech development at 2 years of age.
As far as we can determine, this is the first report of a three chromosome exchange including a pericentric inversion ascertained through genetic amniocentesis. Therefore, approximately two-thirds of pregnancies with familial or de novo multichromosome rearrangements had an abnormal outcome. In the case presented here, the short arm of chromosome 6 distal to breakpoint p21 is translocated to the long arm of chromosome 11 at breakpoint q21. However, instead of a reciprocal exchange, the long arm of chromosome 11 distal to q21 is translocated to chromosome 21 (p13) (fig 2) . Additionally, a pericentric inversion of chromosome 6 occurred between p21 and qll.
Our patient had a normal phenotype at birth and normal developmental milestones except for speech delay noted at 21/2 years. The patient described by Watt and Couzin18 also had speech delay and in addition had short stature. Another patient with a complex multichromosome translocation'9 had speech delay at the age of 6, an IQ of 82 on the Stanford-Binet scale, and mild dysmorphic features. The three case reports of complex translocations all appear balanced, involve different chromosome pairs, and are associated with speech delay plus variable phenotype abnormalities. We are unabie to identify any report of completely normal subjects with de novo translocations involving three or more chromosomes. This may be an important consideration when the abnormal karyotype is ascertained by genetic amniocentesis.
Watt and Couzin'8 and Couzin et al9 have suggested that meiosis is likely to be a complicated event in multichromosome translocations. There are at least five breakpoints in the three chromosome exchange described here, including the pericentric inversion. Meiotic configurations will involve chromosome 11 with chromosome 6 or 21. The addition of the pericentric inversion on chromosome 6 further raises the risk for duplication and deficiencies in gametes.
The risk for abnormal reproductive outcome in carriers of complex rearrangements appears to be increased but not absolute. It might be expected that a complex translocation which includes a pericentric inversion carries an even greater risk for abnormal segregants at meiosis. Prenatal fetal assessment will be recommended for any successful pregnancy involving the proband in this report. 
